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A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 
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3) n Since this application is in condition for allowance except for formal nnatters, prosecution as to the merits is 
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4) 13 Claim(s) 1-37 is/are pending in the application. 
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5) n Claim(s) is/are allowed. 

6) S Claim(s) 1-19 and 32 is/are rejected. 
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Application Papers 
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DETAILED ACTION 

Election/Restrictions 

1 . Applicant's election of Group I and Rb"*" uptake in liposome as the species (claims 1-19 
and 32) in the Response to Restriction Requirement filed on October 23, 2006 is acknowledged. 
Because applicant did not distinctly and specifically point out the supposed errors in the 
restriction requirement, the election has been treated as an election without traverse (MPEP 

§ 818.03(a)). Claims 20-31 and 33-37 are withdrawn firom consideration, and claims 1-19 and 
32 are examined. 

Claim Rejections - 35 USC§112 
The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

2. Claims 1-19 and 32 are rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

3. Claims 1-19 and 32 are indefinite because of the use of the term "HIF". The cited term 
renders the claim indefinite, it is not clear what the term means. A fiiUy spelled out word should 
be indicated in the first occurrence. Claims 2-19 are included in this rejection for being 
dependent on a rejected claim and not correcting the deficiency of the claim fi*om which they 
depend. 

4. Claims 12-14 is indefinite because of the use of the term "is derived fi-om". The cited 
term renders the claim indefinite, it is not clear how different the target cell obtained fi-om a 
patient is fi-om the original cell in the patient. Use of the term "is obtained fi-om" is suggested. 
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Claims 13-14 are included in this rejection for being dependent on a rejected claim and not 
correcting the deficiency of the claim fi-om which they depend. 

Claim Rejections - 35 USC §103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

5. Claims 1, 4, 5, 8-10, 15, 16 and 19 are rejected under 35 U.S.C. 103(a) as being 

unpatentable over Anner et al (Am. J. Physiol. 258, F144-153 (1990)) in view of Haupert, Jr. 

(The Sodium Pump, Steinkopff & Darmstadt (pub), N. Y. pp732-742 (1 994)). 

Anner et al teach inhibition of Na^-K^-ATPase by hypothalamic inhibitory factor (HIF) 

using a miniaturized, two-sided test system containing ATP-fiUed liposomes having dispersed, 

randomly oriented renal Na'*'-K'*"-ATPase molecules and the inhibition was monitored by the 

uptake of Rb -containing liposomes, which are separated by Sephadex G-50 column (page 

F146-F147; Fig.l; claims 4-5, 8), the HIF is isolated from bovine hypothalamus (page F145, 

right column; claim 19), and the inhibition of inside-out-oriented Na^-K'**-ATPase (ISO) by other 

compounds such as digoxin has also been shown (F149; Fig. 3; Table 1; page F149; claims 1). 

However, Anner et al do not teach monitoring the inhibition of the ouabain-resistant Na'*'-K^- 

ATPase. 

Haupert, Jr. teaches in search of endogenous inhibitor of Na'*^-K'^-ATPase, it is found that 
HIF inhibition on Na**'-K**'-ATPase incorporated into liposomes is reversible, which can be 
monitored by the assay system of Anner et al, and the inhibitions of HIF and Ouabain on 
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isoenzymes of the Na^-K"*'-ATPase and Ouabain-resistant Na^-K^-ATPase are compared, where 
the existence of isoforms showing different sensitivities to ouabain and HIF, and the Ouabain- 
resistant ai isoform is obtained from rat kidney (pages 733-735; claims 9, 10, 15, 16). 

At the time of invention was made, it would have been obvious to one of ordinary skill in 
the art to combine the two references to screen a compound for HIF inhibitory activity of 
Ouabain-resistant Na^-K"*^-ATPase as indicated by Haupert, Jr. using the assay system indicated 
by Anner et al. because using Ouabain-resistant Na^-K^-ATPase in the assay can provide a 
method to identify an inhibitor that has target organ selectivity, which results in the claimed 
invention and was, as a whole, prima facie obvious at the time the claimed invention was made. 

Conclusion 

6. No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Chih-Min Kam whose telephone number is (571) 272-0948. The 
examiner can normally be reached on 8.00-4:30, Mon-Fri. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Kathleen Bragdon can be reached at 571-272-093 L The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 
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